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Background: Patients (pts) with human epidermal growth factor receptor 2 positive
(HER2+) MBC, particularly pts with BM, have limited treatment (tx) options and
increased likelihood to report deterioration in HRQoL. Maintaining QoL in pts with
MBC who progress through different lines of therapy is an important outcome in
clinical trials. In the HER2CLIMB (H2C) study, tucatinib (TUC) + trastuzumab (T) +
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capecitabine (C) demonstrated statistically significant improvement in progression
free survival (PFS) and overall survival (OS) over T + C alone. In HER2+ MBC pts with
and without BM, TUC + T + C had a manageable safety profile similar to T + C alone.
Here we report the impact of TUC on HRQoL, a secondary objective in H2C.

Methods: Assessment of HRQoL was initiated with protocol version 7, using the EQ-
5D-5L which includes a EQ visual analog scale (EQ-VAS) and descriptive system (EQ-
5D) of 5 health dimensions: mobility, self-care, usual activities, pain/discomfort, and
anxiety/depression. Each dimension has 5 levels: no, slight, moderate, severe, or
extreme problems. Data were available from 330 of 612 pts and were collected at
Cycles (C) 1, 3-9 (every 2 C; 21 day C), C 12 and beyond (every 3 C), and at 30 day
follow-up. TUC and placebo group EQ-5D-5L scores were calculated for each dimen-
sion and summarized. HRQoL pt reported outcomes were evaluated using longitu-
dinal and descriptive data analyses.

Results: In H2C, data from 217 pts on the TUC arm and 113 pts on the placebo arm
were available for HRQoL analyses. In all 5 EQ-5D-5L domains, most pts in both arms
reported only slight or no problems. Reported moderate, severe, or extreme prob-
lems were low and similar between tx arms. No clinically meaningful differences in
HRQoL were observed between tx arms. Mean EQ-5D-5L VAS scores were similar
between tx arms and stable throughout duration of therapy. Decline on EQ-5D-5L
domains and VAS scores were not seen while pts were on therapy. All available QoL
data will be presented.

Conclusions: In H2C, addition of TUC resulted in statistically significant and clinically
meaningful improvement in PFS and OS. Moreover, QoL in pts treated with TUC + T +
C was maintained throughout the tx period which was longer compared to pts
receiving only T + C.
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Background: Pt-reported QOL results have been presented separately for each phase
IIl ML trial, which tested efficacy and safety of RIB with different ET combination
partners as first- or second-line treatment for HR+/HER2— ABC. Pooling the ML trial
data enables a robust analysis of QOL that includes pre- and postmenopausal pts
receiving different ET combination partners.

Methods: Health-related QOL and pain were evaluated using EORTC QLQ-C30
questionnaires. QOL was assessed for all pts in ML-2, pts receiving treatment as initial
ET for ML-3, and pts receiving RIB or placebo (PBO) plus a nonsteroidal aromatase
inhibitor as ET for ML-7. A linear effects model was used to determine least squares
(LS) mean change from baseline (BL) in pain and global health status (GHS).

Results: QOL was assessed in 1528 pts from the ML trials. Time to definitive dete-
rioration (TTDD) > 10% for GHS, pain, and emotional functioning was delayed with
RIB. Median TTDD > 10% for GHS was 39.6 mo for RIB and 33.1 mo for PBO (hazard
ratio [HR], 0.79 [95% Cl, 0.66-0.94]). Median TTDD > 10% for pain was not reached
for RIB or PBO (HR, 0.77 [95% Cl, 0.61-0.97]). Median TTDD > 10% for emotional
functioning was 46.9 mo for RIB and 35.9 mo for PBO (HR, 0.71 [95% Cl, 0.59-0.85]).
HRs for TTDD > 10% for social and physical functioning and fatigue favored RIB but
had wide 95% Cls (will be reported in detail at the congress). GHS/QOL was main-
tained from BL during treatment, but decreased at end of treatment (EOT) in both
arms (LS mean change from BL at cycle 3 and EOT for RIB vs. PBO: +2.9 vs. +4.8 points
and —3.7 vs. —2.7 points, respectively). Pain was improved from BL to cycle 3,
maintained throughout treatment, and worsened at EOT (LS mean change from BL at
cycle 3 and EOT for RIB vs. PBO: —4.3 vs. —3.2 points and +1.0 vs. +1.6 points,
respectively).

Conclusions: In pts receiving first-line ET across the ML trials, RIB delayed deterio-
ration in QOL. TTDD for GHS, pain, and emotional functioning scores was longer with
RIB vs. PBO. Overall, this large, robust analysis demonstrated favorable QOL results
with the addition of RIB to ET in patients with HR+/HER2— ABC.

Clinical trial identification: NCT01958021 (May 12, 2017); NCT02422615 (September
19, 2018); NCT02278120 (February 26, 2019).
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